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_PCT/IB2004/Q01ftia 
Re Item III 

Non-establishment of opinion with reaf^rM i. ■ 

applicability ^^'^ *° '"ventive step and industrial 



1. 



Reference Is made to the following documents: 

t^U^r ^""^"-'^ SYSTEMS) 26 November 2003 

WO 03/0223oTAlMKvE^^rEN De'^C^^^ 

rSSN: 0021-97^ '^*°^(S> 1 • XP008004363 

D6: FlUCORI M ET AL: -LUTEINIZING HORMONE ACTIVITY 



D1: 
D2: 
D3: 
D4: 
D5: 



SCIENCE INC. NEW YORK NY uq vol «o " i ' ^""^^^'^R 

ruMK, NY, US, vol. 63, no. 2, February 1995 (1995. 
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INTERNATIONAL PRELIMINARY 

REPORT ON PATENTABILITY International application No. 

(SEPARATE SHEET) r,^^,.,, 

PCT/IB2004/QQ1 ft1.q 

02). pages 273-276. XP001064790 ISSN: 0015-0282 
rlporl'"'''''^*''' otherwise the relevant passages are those mentioned in the search 
3. Prior art: 

Document D2 discloses compositions comprising FSH and hCG and use thereof 
for inducing folllculogenesis. inereot 

Document D3 discloses compositions comprising hCG and use thereof in 
combination with FSH for controlled ovarian stimulation. 

Document D4 discloses compositions comprising hCG and use thereof In 
combination with FSH for controlled ovarian stimulation. 

Document D5 discloses controlled ovarian stimulation by administration of 150 lU 
FSH in combination with 50 lU hCG. ot i ou lu 

Frrcl^'l'^'r''' administration of 50 lU 
PSH in combination with 50 lU hCG. 

t^7uTca *^ administration of 150 iU FSH in oombinaOon with SO 

4. Novelty (Art. 33(2) PCT): 

4.1 Document D2 discloses compositions comprising both FSH and LH or the 

equivalent dose of hCG (see claim 12). It seems that the dose ratio disclosed In 

frr:i^^?.!!!i!'fiT ^e^-tion of ciaim i ^^^^^^^^^^ 



Therefore, .t seems that claim 1 lacks novelty in view of document D2 The 
dependent claims 2 and 1 1 -1 8 as well lack novelty. 

4.2 Claims 1 9-20 and 34-37 lack novelty in view of D2-D6 disclosing separate 
administration of FSH and hCG. "H^i^tte 
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(SEPARATE SH EETS 

■ . PCT/IB2004/QQ1ft1 .'^ 

^'^ hCG used in m'T °' ratio of FSh' 

4.4 The subject-matter of claims 38 and 39 Is not new In view of documents D2-D7. 
5. Inventive step (Art. 33(3) PCT): 

WItli regard to Inventive step the following Is noted: 

iomb*::o?o:psH'rdTceru^^^^^^^^ 

decrease miscanlage (see P s^^e^Z^^^^^^^ 
wen ^ dependent claims 3-10) differs in tha, a different dose Tl^^'^^ 
hCQ « used. Tf,e prablem to be solved may thus be ,ega«ied as to p^vlde 
comp<«rt,ons for inducing folllculogenesis and maturation without ovarian 
hyperaimulatlon. Documents DS and 06 disclose that ,«luced do^s of hCG in 

acknowledged for said claims. ■ ■nveniive step is not 

6. Industrial applicability (Art. 33(4) PCT): 

For the assessment of the present claims 21 -33 on the auestion wh=«,«., «, 
industrially applicable, no unified criteria exist in the reSacHn^S,!l^''T^'* 

^^°'«"'«S^-n-'--bs-dependent.upon4he.fom,u,at,on.ot^^^^^^^^ 

dli™^' T '^~^™"^ ^ '"''"^^"y ^PPl'^bte the subie«-ml^e; o^^ 
cla r n " " "^"'^ may Jow, how^ve 

known compound for fiist use in medical t,«atment and the uT^^^^ 
a compound for me manufactuie of a medicament for a new medldl tea^JLt 
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Patent No 



EP-1 -364-658 A 



Publication date 
(dayAnonth^ear) 

26.11.2003 



Filing date 
(day/moMh/year) 

24.05.2002 



Priority date (vaadolatm) 
(dayAnonih/^ar) 



EP-1 -364-658 A discloses compositions comprising FSH and hCG and the use 
thereof ,n controlled ovarian hyperstlmulatlon. EP-1 -364-658 A will be taken^nto 
account for the assessment of novelty In the regional phase 
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WHAT IS CLAIMED IS: || 

1 - A pharmaceutical composition consisting essentlalL of FSH and 
hCG In at least one phamiaceutlcally acceptable carrier, whereifthe ratio of 
FSH to hCG is conducive, upon administration of said composltlln, to 
folllculogen^sls and follicular maturation without ovarlah hyperXuIation. 

2, The composition of claim 1 ffee from any other prj sins of 
mammal origin. 



3. 



The composition of daim 1 whel-elh the ratio of FS H to hCG is 



• selected from the group consisting of 50 IU FSH:1 IU hCG. 50 \i) FSH-5 IU 
hCG. 50 IU FSH:10 IU hCG. 60 IU FSH:25 IU hCG. 50 IU FSHrfs IU hCG 50 
IU FSH:100 IU hCG. 50 IU FSH:200 IU hCG. 50 IU FSH:300 lulLcG 50 IU 
FSH:400 IU hCG. 75 lU FSH:1 IU hCG. 75 lU FSH:5 IU hCG. 7I IU FSH'IO 
IU hCG; 76 IU FSH:25 IU hCG. 75 IU FSH:50 IU hCG. 76 IU FsW75 IU hCG 
75 IU FSH:100 IU hCG. 75 IU FSH:200 IU hCG. 75 IU FSH:30qllU hCG 75 ' 
IU FSH:400 IU hCG, 100 IU FSH:1 IU hCG. 100 IU FSH:5 IU h&G 100 lu 
FSH:10 IU hCG. 100 IU FSH:25 lU hCG. 100 IU FSH:50 lU hC(i 100 IU 
FSH:75 IU hCG. 100 IU FSH:100 IU hCG. 100 IU FSH:200 IU ijjcG 100 IU 
FSH:300 IU hCG. 100 IU FSH:400 IU hCG, 150 IU FSH:1 IU hJc 150 IU 
FSH:5 IU hCG. 150 IU FSH:10 IU hCG, 150 IU FSH:25 IU hCclj 150 IU 
FSHllOO IU hCG. 150 IU FSH:200 IU hCG, 150 IU FSH:300 IU kcG 150 IU 
FSH:400 IU hCG. 200 IU FSH:1 IU..hCG. 200 IU FSH:5 lU hcdl 200 IU 
FSH:10 IU hCG, 200 IU FSH:25 IU hCG. 200 IU FSH:50 IU hcl 200 IU 
FSH:75 IU hCG, 200 IU FSH:100 IU hCG. 200 IU FSH:200 IU ifcG. 200 IU 
FSH:300 lU hCG, and 200 lU FSH:400 lU hCG. 

u 



^ Jh e composition of claim 3 w herein th^ r^*ir. »f FS H to hCG (s 

selected from the group consisting of 50 IU FSH:1 IU hCG, 5o"G FSH-5 lU 
hCG. 50 IU FSH:10 IU hCG. 50 IU FSH:25 IU hCQ. 50 IU FSH k IU hCG 50 
IU FSH:100 IU hCG. 50 IU FSH:200 IU hCG. 50 IU FSH:300 llj hCQ, 50 IU 

3^ 
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FSH:400 lU hCG. 75 lU FSH:1 lU hCQ. 75 lU FSH:5 lU hCQ, 7J1U FSH'IO 
lU hCG, 75 lU FSH:50 lU hCG, 75 lU FSH:100 lU hCG, 75 lU fIh-200 IU 
hCG, 75 IU FSH:300 IU hCG. 75 IU FSH:400 IU hCQ. 100 IU fJh:1 IU hCG 
100 IU FSH:5 IU hCG, 100 lU FSH;10 IU hCG. 100 IU FSH:25 lljl hCG 100 ' 
lU FSH:50 lU hCG, 100 IU FSH:75 IU hCG, 100 IU FSHrlOO IU Lg 100 IU 
FSH:200 IU hCG. 1 00 IU FSH:300 IU hCG. 100 IU FSH:400 IU |cG ' 1 50 IU 
FSH:1 IU hCG, 150 IU FSH:5 IU hCG. 150 IU FSH:10 IU hCG, Iso IU 
FSH:25 IU hCG, 150 IU FSH:100 IU hCG, 150 IU FSH:200 IU hL 150 IU 
FSH:30Q IU hCG. 150 IU FSH:400 IU hCG. 200 IU FSH:1 IU hcfe 200 IU 
FSH:5 IU hCG. 200 IU FSH:10 lU hCG, 200 IU FSH:25 IU hCGloo IU 
FSH:60 IU hCG. 200 lU FSH:75 IU hCG. 200 IU FSH:100 IU hdb 200 IU 
FSH:200 IU hCG. 200 IU FSH:300 IU hCG. and 200 IU FSH:4o3lU hCG. 

5. The pharmaceutical composition of claim 3 where! the ratio of 
FSH to hCG is selected from the group consisting of 50 IU FSH:| lU hCG 50 
IU FSH:5 IU hCG. 50 IU FSH:10 lU hCG. 50 IU FSH:25 lU hCG^ IU FSH'I 
IU hCG. 75 IU FSH:5 IU hCG. 75 IU FSH:10 IU hCG. 75 IU FShL IU hCG 
75 IU FSH:100 IU hCG.100 IU FSH:1 IU hCG. 100 IU FSH:5 lultcG 100 IU 

llTJl I"!? ^^'^•^^ ""^^^ ^^^-^^ 'U hc4 10(i IU 

150 IU 
150 IU 
|3, 200 IU 
200 IU 

3, and 200 IU 



FSH:75 IU hCG. 100 IU FSHilOO IU hCG.150 IU FSHrl IU hCol! 
FSH:5 IU hCG. 150 iU FSH:10 IU hCG, 150 IU FSH:25 IU hCG, 
FSH:100 IU hCG. 160 IU FSH:200 IU hCG. 200 IU FSH:1 IU hC 
FSH:5 IU hCG. 200 IU FSH:10 IU hCG. 200 lU FSH:25 IU hCG 

FSH:50 IU hCG, 200 IU FSH:75 iu'hCG, 20b-|U.FSH:100 jUhC 
FSH:200 IU hCG. ^ 



6. 



The pharmaceutical composition of claim 3 whereiL the ratio of 



FSH to hCG Is selected from the group consisting of 50 IU FSH- 
-501lLtSJJ:mQ±UJhp^._50Jl^^^ 



IU FSH:400 IU hCG. 75 IU FSH:200 IU hCG. 75"lU FSH:300 IU ..v, , . .u 
FSH:400 IU hCG.lOO IU FSH:200 IU hCG. 100 IU FSH:300 IU l^CG. 100 IU 
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FSH:400 lU hCG.150 lU FSH:300 lU hCG. 150 lU FSH:400 lU Jj:G, 200 |U 
FSH:300 IU hCG. and 200 lU FSH:400 lU hCG. 

7. The pharmaceutical composition of claim 3 wherelil the ratio of 
FSH to hCG is selected from the group consisting of 50 IU FSH: fOO IU hCG 
50 lU FSH.-200 IU hCG. and 50 lU FSH:400 lU hCG. 

8. The pharmaceutical composition of claim 7, where 
FHS to hCG Is 50 IU FSHrlOO lU hCG. 




9 The phamnaceutlcal composition hi claim 3 wherein tJl ratio of FSH 



the ratio of 



to hCG is selected firom the group consisting of 100 I U FSH:100 
IU FSH:200 IU hCG, and 100 IU FSH:400 lU hCG. 



IU hCG, 100 

10. The phami&oeutlcal composition of claim 3 where! n the ratio of 
FSH to hCG Is selected frpm the group consisting of 100 IU FsJ -5 lU hCG 
100 IU FSH:10 IU hCG, and 100 IU FSH:25 IU hCG. 

11. The phamiaceutlcal composition according to daiii 1. wherein 
said FSH Is human-derived FSH. 

12. The phamiaoeutlcal composition according to clalrll In 
lyophillzed tbmi. 



1 3. The pharmaceutical composition accqnjing to dali| 
dosage forni. 

14. The pharrnaceutlcal composition according to clalifn 
dosage form. 



1^: The phamiaceuticai composition acconilna to 

the solid dosage form Is selected from the group consisting of' 
tablets, suppositories, pills, powdere, and granules. 



^ llf 



l.in unit 



13. In solid 



daiji 14, wherein 



capsules. 
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17. 



The pharmaceutical composition according to clalrt i 



Peril ^ omM 
' 0 4 utTW 

052209-0117 
1 in liquid 



th^ fi«„fH f P»^-«'^««^-ca' composition according to clali 16 wherein 
the liquid form Is supplied In a vial. | 

the lln.r; ?^ composition according to clail 16 wherein 

the llqu.d form Is supplied In a pre-filled syringe or cartrfdge. 

ia An assemblage comprising a first vial and a secoria vial ^ 



Vial, 

wKH f'. '^"^"^^'^'''^S^^'^f^gteclalmigil.rther. 
Written Instructions on the timing for administering the 
In the first and second vlals. 



corr prising 
compositfcpns contained 



iroup 
'SH:10 lU 



2T. A method of Inducing ovuiatton. comprising- 
nh • '^^^ Phamiaceutical composltic 

charactenzedbyaratio of FSHtohCG that is selected fr^th. 
cons,sting of 50 lU FSH.I lU hCG. 60 lU FSH:5 lU hCG. 50 lU . 

=~==^= 

lu Hco. .a .0 .sh:so ,u hoc. .a ,u rs^a ,u TcJ a 0X00'^" 

100 lU FSH:25 lU hCQ. ,00 lU FSH'SO lU hcn ^1 I °' 

.SH:.O.U.CO.,ao.UFSH:300,U.C<:rurr^^^^^^^ 
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FSH:1 lU hCG, 200 lU FSH:5 lU hCG, 200 lU FSH:10 lU hCG, loo lU 
FSH:25 lU hCG, 200 lU FSH:50 lU hCG. 200 lU FSH:75 lU hcJ, 200 lU 
FSH:100 lU hCG, 200 lU FSH:200 lU hCG, 200 lU F$H:300 lulcG, and 200 
lU FSH:400 lU hCG. | 

(B) monitoring serum hormone levels, follicle size and foj{lcle number; 
and then 

(C) Inducing o>ailatbn by administration of an hCQ bolus 



22. The method of dalm 21 , wherein the ratio of FSH 



to hCG Is 
J FSH:5 lU 
75 lU hCG, 50 
hCG, 50 lU 
5 iU FSH:10 
SH:200 !U 



selected from the group consisting of 50 iUFSH:1 IU hCG, 50 
hCG. 50 IU FSH:10 IU hCG. 50 IU FSH:25 IU hCG. 50 IU FSH 
IU FSHilOO IU hCG. 50 IU FSH:200 IU hCG. 50 IU FSH:300 I 
FSH:400 IU hCG, 75 IU FSH:1 IU hCG, 75 IU FSH:5 IU hCG, 
IU hCG. 75 IU FSH:50 IU hCG. 75 IU FSHilOO IU hCG, 75 IU ^^^..^v^u ,u 
hCG. 75 IU FSH:300 IU hCG. 75 IU FSH:400 IU hCG. 100 IU lsH:1 IU hCG. 
100 IU FSH:5 IU hCG. 100 IU FSH:10 IU hCG,.100 IU FSH:25 IU hCG. 100 ' 
IU FSHtSO IU hCG, 100 IU FSH:75 IU hCG. 100 IU FSH:100 ll hCG, 100 IU 
FSH:200 IU hCG, 100 IU FSH:300 IU hCG, 100 IU FSH:400 III hCG.'iSO IU 
FSH:1 IU hCG, 150 IU FSH:5 IU hCG. 150 IU FSH:10 IU hCejlSO lU 
FSH:25 IU hCG. 150 IU FSHrlOO IU hCG, 150 IU FSH:200 luliCG. 150 IU 
FSH:300 IU hCG. 150 IU FSH:400 IU hCG. 200 IU FSH:1 IU Lg, 200 IU 
FSH:6 IU hCG, 200 IU FSH:10 IU hCG. 200 IU FSH:25 IU hcl, 200 IU 
FSH:50 IU hCG. 200 IU FSH:75 IU hCG. 200 IU FSH:100 IU IcG. 200 IU 
FSH:200 IU hCG. 200 IU FSH:300 IU hCG. and 200 IU FSH J}0 IU hCG 



23. The method of daim 21 , wherein the ratio of Fs|l to hCG Is 
selected from the group consisting of 50 IU FSH:1 IU hCG, 5(]| IU FSH:5 IU 
bCG^miU FSH:10 IU hCG. fin ill p^^.q^ ''.[:tr2.75Jm::ih.:UUhCC 75_ 
IU FSH:5 IU hCG, 75 IU FSH:10 IU hCQ. 75 IU FSH:50 IU hJG. 75 IU 
FSH:100 IU hCG.100 IU FSH:1 IU hCG, 100 IU FSH:5 IU hcl, 100 IU 
FSH:10 IU hCG. 100 IU FSH25 IU hCG. 100 IU FSH:50 IU hbG. 100 IU 



II 
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FSH:75 lU hce, 100 lU FSH:100 lu hCG.1S0 lU FSH.-1 lU hCG 
FSH:5 lU hCG. ISO lU FSH:,0 lU hCO, 160 lU FSHis lU hCGl 
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150 (U 
150 lU 



G 2£ 

T 



24. Themethodofclalmai.wheralntheratioofFSH 
sele^d ftam the group conslsfino of 50 tU FSH:75 lU hCG. SO 
lU hCG. SO .0 FSH:200 lU hCQ, SO lu FSH:300 lU HCG 50 lU 
hCG. 7S ,U FSH:200 75 ,U FSH:300 ,U hC^ 7sfu FS 

hCG.100 lU FSH:200 ,U hCG. 100 lU FSHaoO lU hCG 100 lU 
hCG,150 lU FSH:300 lU hCG, 150 lU FSH:400 lU hCG." 200 lU 
hCG. atid 200 lU FSH:400 lu hCQ. 



2B. The method ofdaim 21, Wherein tt,8rafl„^Pg^, 
selerted fron, the group conslsthg otSO lU FSHrlOO lU hCG 
lU hCG, and 50 lU FSH:400 lU hCO. 

FSH.Ooiuh^""*""^''-"'^"' 

'^^"^^*^^°f^'«J"^*21.whe,^In the ratio of FSH 
FSH,200 lU hCG, and 100 lU FSH:400 lU hCG.. 



200 lU 

and 200 lU 



o hCG is 
U FSH:100 
-SH:400 lU 
4:400 lU 
FSH:400 lU 
FSH:300 lU 



28. 



The method of cfalm 21. wherein tha ratio of FSH 

T IT of 100 ru FShl:5 lU bCG 10 

lU hCG, and 100 lU FSH:25 IU hCG ' 



o hCG Is 
IU FSH:200 

is 50 iU 

hCGis 
00 IU 



|to hCG Is 
IU FSH:10 



-297 



The meTRoaof^amrsi ; wherein step (A) compri li; 



~te Hn.ln.eH.at.^^ 
characterized by a ratio of FSH to hCG selected f™ . h T' 
the same ordlffers with r.spec.toJrai " "^^ 
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30. The method of clafm 21 , wherein each succeeding 
in said series contains hCG that Is increased over the preceding 
in said series. 



■ 14 OC 
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composition 
composition 



31. The method of claim 29, wherein the period of time between 
composrt.ons of the series is selected from the group conslstlnglf ftom 1 
hou, 5 hours, 10 hours, 12. hours, 24 hourB. 1 day 2. days . 3. Jays 4. days 
6 days. 6. days. 7. days. 8 days. 9 days. 10 days. 11. days. 1 1 L. 2 
13. days. 14 days, and 15 days. i ^ • i**. aay^. 



32. The method of dalm 21. wherein the composition 
comprises pure FSH. 

33. The method of claim 21. wherein the composition 
comprises pure hCG. 

34. A product comprising a first pharmaceutical compi 
comprising FSH and a-second phan^aceutlcat composition. co, 
Wherein the fir^ and the second phem^aceutical compositions 
administered together or separately during a contn^lled ovulate, 
protocol. 



Jrther 



sition 

arising hCG, 
stinfiulatlon 



35. The product of claim 34, wherein the 
sequential. 



separate adriiinistration is 



the JL T""^"^ "^'•^ '^'"^'^^'"9 'ons for using 

the first and second phamiaceuticai compositions. ^ 



as;;;;;;;^^-^^ 

administering the tirst and second phamiaceuticai composltionJ 
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38. A use of a hCG to prepare a pharmaceutical comp 
with a pharmaceutical composition comprising FSH for Infertility 



39. A use of a FSH to prepare a phannaceutlcaF 
with a pharmaceutical composition comprising hCG for Infertility 



40. The use according to dalm 38 or 39 for sfimulafln! 
folllculogenesis or ovulation. 
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41 . The use according to claim 40, wherein the ratio o|fSH to hCG 
IS conducive to folllculogenesis and follicular maturation Without! 
hyperstimulatlon. 
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